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57 ABSTRACT 

There is disclosed a capsule containing aspirin and alter 
natively other active analgesic materials in combination 
with an alkaline material. The composition is made 
stable by providing the alkaline material in a tablet 
form. 

13 Claims, No Drawings 
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ALKALINE ANALGESIC CAPSULE 

BACKGROUND OF THE INVENTION 

This invention relates to a capsule product containing 
a combination of aspirin as the significant active analge 
sic ingredient and an alkaline material. For a long time, 
it has been appreciated that the coadministration of 
aspirin along with an alkaline material has certain dis 
tinct advantages. One of these is that the presence of the 
alkaline material serves to increase the rate at which the 
aspirin is absorbed into the bloodstream. A second bene 
fit is that the alkaline material tends to decrease any 
irritation to the gastrointestinal mucosa that aspirin may 
cause in some subjects. 
Although these are recognized benefits for the coad 

ministration of aspirin and alkaline materials, the incor 
poration of these materials in a single dosage form has 
presented problems. Aspirin is hydrolyzed to salicylic 
acid by alkaline material when moisture is present with 
the result that some of its effectiveness as an analgesic is 
reduced. In the case of tabletted products, efforts have 
been made to stabilize these products by forming the 
tablets in two layers, one layer containing the aspirin 
and the other layer containing the alkaline material. 
This has proven to be relatively successful in providing 
a stable tablet i.e. one in which the aspirin is not readily 
hydrolyzed. 

In the case of people who have difficulty swallowing 
tablets, it is also desirable to be able to administer aspi 
rin-containing products in the form of a capsule which 
is generally considered to be easier to swallow than 
tablets. This is particularly the case when the dosage of 
aspirin in each dosage form is relatively large. More 
over, aspirin-containing tablets sometimes dissolve in 
the mouth leaving a taste that most people find objec 
tionable. This is generally avoided when aspirin-con 
taining products are administered in a capsule. 

Efforts have been made to prepare aspirin-containing 
products commingled with alkaline materials in a cap 
sule to obtain the benefits from this mode of administra 
tion. However, when the aspirin and alkaline materials 
were mixed together in the form of granules or powders 
and this mix was used to load the capsules, the resulting 
products did not have the requisite stability due to the 
presence of moisture and the intimate contact between 
the aspirin and the alkaline material. 
BRIEF DESCRIPTION OF THE INVENTION 

This invention provides a dosage form of an aspirin 
product containing alkaline materials which have the 
requisite stability and speed of reaction with stomach 
acid. The dosage form is a capsule either hard or soft 
shelled, containing the alkaline material which has pre 
viously been formed into a small tablet then loaded into 
the capsule and a granular or powdered mix containing 
the desired dosage of aspirin. The capsules are pro 
duced by filling them first with the tabletted alkaline 
material, then adding the aspirin composition. In this 
fashion, the alkaline material is effectively maintained 
essentially separate from the aspirin-containing material 
insuring minimal contact between the two. The contact 
which takes place is only at the surface of the small 
tablet of alkaline material. This greatly minimizes the 
changes of any significant hydrolysis of the aspirin by 
the alkaline material. 

It is accordingly an object of the present invention to 
provide a capsule containing aspirin and an alkaline 
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material which is stable i.e. the hydrolysis of aspirin by 
the alkaline material is greatly minimized. 
Other and more detailed objects of this invention will 

be apparent from the following description and claims. 
DETAILED DESCRIPTION OF THE 

INVENTION 
The present invention provides capsules containing 

analgesic compositions in which the active analgesic 
ingredient is normally unstable. More particularly, this 
invention provides capsules containing aspirin as the 
sole active analgesic ingredient. In addition, this inven 
tion provides capsules containing analgesic composi 
tions with other active analgesics in addition to aspirin 
and compositions containing other pharmaceutically 
active ingredients with or without non-aspirin analge 
sics. Thus, this invention provides stable analgesic dos 
ages which are in the form of capsules containing an 
analgesic composition comprising a significant amount 
of aspirin and an alkaline material. 
The small alkaline tablet which forms part of the 

analgesic composition of the present invention may 
comprise a single or combination of alkaline materials. 
In addition, it may also contain other ingredients which 
are compatible with the alkaline material in the tablet. 
As used herein, the term "aspirin mixture' refers to 

that powder and/or granular portion of the composition 
that contains the aspirin but may also contain other 
compatible powder or granular materials. The term 
"alkaline tablet' refers to the small tablet which con 
tains the alkaline material but may also contain other 
compatible ingredients. Unless otherwise specified, per 
cent is given as percent by weight based on the total 
weight of the product contained in the capsule shell. 

Aspirin Mixture 
The principal ingredient on a weight basis in the 

aspirin mixture will usually be aspirin. This will ordinar 
ily take the form of a powder or dry granulation that 
may vary widely in particle size. In the typical cases, 
this will usually fall within the range of from about 
100% which pass through a 12 mesh screen to about 
100% which pass through a 80 mesh screen. 
The quantity of aspirin that will be contained in each 

capsule will vary depending on the dosage regimen. If 
the regimen requires, for example, four capsules at a 
time, the quantity of aspirin that will be contained in 
each capsule may be as low as 81 mg. Ordinarily, the 
recommended regimen will call for two capsules at a 
time in which event the capsules will contain a mini 
mum of 325 mg. of aspirin. However, it should be un 
derstood that the regimen depends upon the condition 
of the patient in the judgment of the physician. 
The invention also provides extra-strength aspirin 

capsules in which each capsule contains at least 400 mg. 
of aspirin. If this quantity of aspirin is contained in a 
tablet together with an alkaline material, the tablet 
would be a very large tablet and especially difficult to 
swallow. However, the same quantity of material con 
tained in a capsule in accordance with the present in 
vention results in a dosage form that is much more 
readily swallowed. 
The amount of aspirin which can be contained in the 

capsule is not critical to this invention, and the upper 
limit is limited only by the feasibility of swallowing the 
size of the capsule that is required to contain this mate 
rial. As a practical matter, this will rarely exceed about 
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500 mg. of aspirin per capsule. Nevertheless, a capsule 
ordinarily will not contain more than the recommended 
daily dose of aspirin. 

Therefore, according to a preferred embodiment of 
the present invention, each capsule contains aspirin at a 
level within the range of from about 160 mg. to about 
500 mg. per capsule. A most efficacious embodiment of 
this invention is a capsule containing from about 400 
mg. to about 500 mg. of aspirin. 

In cases in which the aspirin component contains 
other pharmaceutically active ingredients and particu 
larly other analgesics, the amount of aspirin contained 
in each capsule may be less than the amounts discussed 
above. However, as stated above, the invention is not in 
the amount of aspirin but in the stable dosage form. 
The aspirin mixture may also contain conventional 
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excipients which are compatible with aspirin and which 
are well known to those skilled in the pharmaceutical 
arts such as, for example, starch, modified starch (e.g. 
product sold under the trade name "Sta-Rx'), micro 
crystalline cellulose (Avicel), sodium carboxymethyl 
starch (Explotab, Primojel). 
The quantity of excipient in each capsule can vary 

depending upon the quantity of aspirin contained 
therein and the size of the capsule. Typically, the quan 
tity of excipient in each capsule is within the range of 
from about 5% to about 25% by weight based on the 
weight of the aspirin contained in the mixture. 
The aspirin mixture may also contain a lubricant 

which serves to facilitate the flow of powder or granu 
lar materials during filling and processing. There are a 
number of lubricants well known to those skilled in this 
art that may be employed. For example, mention may 
be made of the Silicone Fluids (i.e. polydimethylsilox 
ane), fumed silicone dioxide (e.g. Cab-O-Sil M-5), light 
mineral oil, and polyethylene glycol (Carbowax 400). 
The quantity of lubricant in the aspirin mixture is 

related to the quantity of aspirin present. Typically, the 
quantity of lubricant in each capsule is within the range 
of from about 0.25 to about 4.0% by weight based on 
the weight of the aspirin contained in the mixture. 

In addition to aspirin, other pharmaceutically active 
ingredients may be contained in the aspirin mixture. 
These may be other analgesics, analgesic potentiators, 
antihistamines, decongestants, and antitussive agents. 
By way of illustration of such other pharmaceutically 
active ingredients, mention may be made of acetamino 
phen, caffeine, chlorpheniramine maleate, phenylpropa 
nolamine HCl, dextromethorphan, codeine and surfac 
tants such as sodium lauryl sulfate, polyvinylpyrroli 
done, polyoxyethylene (20)sorbitan monooleate 
(Tween 80). 

Alkaline Tablet 

The alkaline tablet used in this invention is a small 
tablet dimensioned so that it can be conveniently 
dropped into the open end of a capsule which is of a 
suitable size for use in this invention e.g. #0, #1 and #2. 
The capsules can be either hard shell or soft shell gelatin 
capsules, with hard shell preferred. The alkaline tablets 
will usually comprise one or more alkaline materials 
that are formed into a granulation by a wet granulation 
process to provide a material that is readily compress 
ible to form a tablet. A variety of alkaline materials 
which can be used for this purpose are available in the 
prior art. These include such materials as magnesium 
carbonate, calcium carbonate, sodium bicarbonate, alu 
minum glycinate, aluminum hydroxide, magnesium 
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4. 
hydroxide, magnesium trisilicate and magnesium oxide 
or any combination of one, two, three or more of these 
materials. 
The quantity of alkaline material as a single ingredi 

ent or as a combination of alkaline ingredients is not 
critical to this invention as long as they can be formed 
into a suitable sized tablet. Generally, the amount of 
alkaline material can vary within wide limits and is 
usually related to the amount of aspirin contained in the 
aspirin component. Typically, the amount of alkaline 
material is present in the tablet at a level of from about 
30% to about 100% by weight based on the weight of 
aspirin contained in each capsule. 
To get the full benefit of the alkaline component 

insofar as it has an effect on the absorption rate of the 
aspirin, it is important that the alkaline tablet have a fast 
disintegration rate. Exceptionally good disintegration 
rates are obtained where the alkaline material consists 
of a combination of magnesium carbonate and calcium 
carbonate. In a preferred aspect of the present inven 
tion, the alkaline material as a combination of magne 
sium carbonate and calcium carbonate is present in the 
alkaline component and contained within the capsule at 
a level in the range of from about 45% to about 55% by 
weight based on the weight of aspirin contained in the 
capsule. The ratio of calcium carbonate to magnesium 
carbonate may also vary somewhat but typically the 
ratio based on weight will be in the range of from 1:1 to 
about 3:1. The amounts and identity of alkaline material 
in the capsule are not critical to this invention so long as 
they perform the functions required when administered. 

It is also advantageous, to incorporate a disintegrant 
in the alkaline tablet of the present product to increase 
the rate at which it disintegrates in the stomach. A 
variety of materials are known in the tabletting art 
which will accomplish this function. These include such 
materials as corn starch, potato starch, wheat starch, 
modified starch (e.g. Sta-Rx) and sodium carboxy 
methyl starch (e.g. Primojel). Ordinarily, such materials 
are present in the alkaline tablet at a level in the range of 
from about 5% to about 20% by weight based on the 
total weight of the alkaline tablet. 
Other ingredients may be added to the alkaline tablet 

to improve its physical or organoleptic characteristics 
or to facilitate the manufacture of the alkaline tablet. 
Thus, an organic acid e.g. citric acid may be added to 
improve the hardness of the alkaline tablet to improve 
the ease of handling. Similarly, a lubricant such as mag 
nesium stearate, stearic acid or silicone fluid may be 
added to facilitate the tabletting of the alkaline granula 
tion. 

Several processes are known to those skilled in this 
art that may be used in preparing the products of the 
present invention. In one of the preferred procedures, 
the alkaline tablet is prepared by first mixing the alka 
line ingredient or ingredients with a disintegrant e.g. 
corn starch until a homogeneous mix is obtained. This 
mix is then moistened by a hot aqueous medium (e.g. 
deionized water or distilled water). If desired, the or 
ganic acid e.g. citric acid may also be added to the 
solution. 
The resulting wet mixture is then dried and the dried 

material is passed through an oscillator provided with 
appropriate mesh openings to obtain a granulated prod 
uct. Other excipients such as lubricants are added and 
this granulation is then pressed into a tablet. 
The alkaline tablet is dimensioned so that it will con 

tain a maximum amount of weight of material in a mini 
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mum volume so it can be readily dropped into a gelatin 
capsule e.g. #0 gelatin capsule. This is accomplished by 
forming the alkaline tablet as a spheroid or near 
spheroid having a diagonal dimension of no greater than 
the diameter of the open end of the capsule. Usually, the 
diameter of the tablet at its greatest dimension will be in 
the range of from about 0.225' to about 0.240'. 

Because of the difficulty in compressing a granulation 
into a true spheroidal tablet in the preferred practice of 
this invention, a modified deep ball punch is employed. 
This gives a modified spheroidal tablet having the form 
of a Solid cylinder provided with an upper and lower 
dome. In this case, the important dimension is the diam 
eter of the tablet in longitudinal cross section that ex 
tends from the top of one vertical side to the bottom of 
the other vertical. A suitable diameter is in the range of 
from about 0.20' to about 0.225'. 

After the alkaline tablets are formed, they are fed to 
a filling station where each is inserted into the body of 
a capsule and the capsule containing the alkaline tablet 
is passed on to a second station where it receives the 
powdered aspirin mixture. After receiving the pow 
dered aspirin mixture, the capsule is capped with the 
upper half of the capsule and the product is completed. 
The capsules that are employed in the present inven 

tion may be conventional gelatin capsules that are well 
known to those skilled in this art. These may vary some 
what in size but usually they will be #0, #1, #2 and #3. 
Since a fast rate of absorption of aspirin into the blood 
stream is a desirable feature, it is advantageous to em 
ploy a capsule which in itself is fast dissolving. With this 
in mind, it is useful to include in the gelatin material that 
constitutes the capsule about 10% by weight of calcium 
carbonate based on the total weight of the capsule men 
tioned. 
The following Examples are given to further illus 

trate this invention. It is to be understood, however, 
that the invention is not limited thereto. 

EXAMPLE 1 

Formula CL 561-6 

Quantities for 
Dosage Unit Amt. Item 60,000 capsules 

mg/capsule No. Ingredients in grams 
Part Alkaline 

Tablet 
50.00 1 carbonate 3000 
120.00 2 Calcium carbonate 7200 
2.50 3 Citric acid (Anhy.) 150 
18.00 4 Corn starch 1080 

5 Deionized water or 
Distilled water 6000 ml. 

190.50 
38 6 Magnesium stearate 22.8 

190.88 mg 11452.8 
Part II Aspirin 

Mixture 
400.00 7 Aspirin 80 mesh 24.000 
66.00 8 Sta-Rx 1500 3.960 
2.00 9 Cab-O-Sil? 60 

28.080 gm 
468.00 wt. of aspirin mix 
90.88 wt. of alkaline tablet 
658.88 total weight of capsule (net) 

Note 'Sta-Rx 1500 - modified starch 
Note cab-O-Sil. colloidal silicone dioxide M-5 

Procedure 
Part I-Alkaline tablet 

O 
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(a) Ingredients 1, 2 and 4 i.e. the magnesium carbon 

ate, calcium carbonate and corn starch are mixed 
together for five minutes. 

(b) Ingredient 3, i.e. the citric acid is dissolved in the 
total quantity of water maintained at 100° C. 

(c) The solution from step (b) is introduced into the 
mixture from step (a) in a mixer and this combina 
tion is mixed for 10 minutes. 

(d) The product resulting from step (c) is then passed 
through a Tornado Mill. 

(e) The product coming from step (d) is dried in a 
fluid bed dryer to a maximum moisture content of 
0.5%; the inlet temperature in dryer is at 80 C. to 
90° C.; whereas, the outlet temperature is at 40 C. 
to 50 C. 

(f) The product from step (e) is then passed through a 
10 mesh oscillator and the material is collected. 
The magnesium stearate is added to serve as a lu 
bricant and the resulting material is compressed 
into a semi-spheroidal tablet. 

To prepare the semi-spheroidal tablet from the mate 
rial obtained from step (f) a 7/32' modified deep ball 
punch is employed. This gives an alkaline tablet that 
weights 190.88 mg. The thickness of the tablet is within 
the range of from about 0.215" to about 0.220". 

Part II-Aspirin Mixture 
(a) Ingredients 7, 8 and 9 i.e. the aspirin, Sta-RX 1500 
and the Cab-O-Sil were blended together for 15 
minutes in a V-blender. Before it was employed, 
the Sta-Rx 1500 was dried in an oven for 2 hours at 
125-150 F. to stabilize the moisture content to a 
maximum of 5%. The mixture obtained from this 
step was used to fill the capsules. 

In preparing the capsule, a #0 gelatin capsule is em 
ployed. An alkaline tablet prepared in accordance with 
procedure of Part I was dropped into the lower half 
(body) of the capsule. A plunger may be employed to 
insure that the tablet is pressed down toward the bottom 
of the capsule. About 468 mg. of the aspirin mixture is 
then charged into the capsule and the upper half (cap) 
of the capsule is applied. 

EXAMPLE 2 

Following a procedure similar to that described in 
Example 1, the following capsule was prepared: 

CL 1565-25 
Alkaline Tablet mg/tablet gm per batch (30,000) 
Magnesium carbonate 50 1500 
Calcium carbonate 100 3000 
Starch, corn 18 540 
Citric acid 2.5 75 

170.5 mg 5115 gm 

Three thousand ml of water at 100° C. was used to 
dissolve the citric acid and to prepare the batch of mate 

orial for granulation and tabletting. The moisture content 

65 

of the alkaline material was 0.5% maximum. 
This granulation was used to prepare two sets of 

alkaline tablets weighing about 170.5 mg but prepared 
using different size punches i.e. ' S.C. (standard con 
cave) and 7/32' S.C. punches respectively, each tablet 
having a 20 sec. disintegration time. The tablets so ob 
tained were employed in preparing the following cap 
sules: 
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(A) Formula CL 1565-25A 
Aspirin 40 mesh 325 mg 
Sta-Rx 1500 100 5 
Alkaline tablets 7/32' S.C. 170.5 

595.5 mg 

Filled by hand into Capsule #0 (white) 
10 

(B) Formula CL 1565-25B 
Aspirin 40 mesh 325 mg 
Sta-Rx 1500 100 
Alkaline tablets' S.C. 170.5 

595.5 mg 15 

Filled by hand into Capsule #0 (white) 
EXAMPLE 3 

Alkaline Granulation (CL 1565-42) 
Using a procedure similar to that described above for 

the preparation of the alkaline granulation, the follow 
ing granulation was prepared: 

20 

25 

Alkaline Granulation mg/tablet batch wt. kg. 
Magnesium carbonate 50 10.000 
Calcium carbonate 100 20,000 
Citric acid 2.5 .500 30 
Starch 18 3.600 
Water QS 100° C. 

170.5 34.100 kg 

40 liters of water were employed in the preparation of 35 
the granulation. This granulation had a moisture con 
tent after drying falling within the range of from 0.1 to 
0.2%. 
The alkaline tablets were prepared by blending the 

above granulation with silicone fluid 360 and magne- 40 
sium stearate in accordance with the following formula: 

CL 1565-44 
wt/grams 45 

Alkaline granulation CL 1565-42 1705.0 
Silicone Fluid 360 8.525 
Magnesium stearate 1.705 

1715.230 gm 
50 

This material was compressed into tablets using a 
7/32" special spheroid punch. Each tablet weighed 
about 171.5 mg. and had a thickness within the range of 
O.205' to 0.210'. 
These tablets were used to prepare two groups of 55 

capsule products identified by the codes CL 1565-44A 
and CL 1565-44B. One tablet was placed in each gelatin 
capsule #0 followed by the addition of the aspirin mix. 
The formulas for the respective products are as follows: 

60 

CL 565-44A 
wit/gm 

Alkaline tablet CL 1565-44 0.75 
Aspirin 40 mesh 0.3250 65 
Sta-Rx 1500 0.2195 
Silicone Fluid 360 0.0050 

0.7210 gm 

8 

an-up-summonwmanagemirpur 

CL 1565.44B 
wit/gn 

Alkaline tablet CL 1565-44 0.1715 
Aspirin 10% starch granulation 0.361 
Sta-Rx 1500 0.1834 
Silicone Fluid 360 0.0050 

0.720gm 

To demonstrate the stability of the present composi 
tion containing an alkaline tablet and an aspirin mixture 
in a capsule as compared with the same composition 
excepting for the fact that the alkaline material was 
present in the capsule as a granulation and not a tablet, 
the following test was carried out: 

Samples of capsules, CL 1565-44A, CL 1565-44B 
described above and CL 1565-44D were torture tested 
at 60° C./60% RH for approximately 88 hours. 

Samples CL 1565-44A and B contain an alkaline tab 
let which consists of 50 mg MgCO3 and 100 mg CaCO3. 
CL 1565-44D contains an alkaline granulation of the 
same composition. 

Sample CL 1565-44A contains 5 gr. of 40 mesh aspi 
rin and CL 1565-44B contains 5 gr. of 12/50 aspirin. 
The formula for CL 1565-44D is as follows: 

CL 1565-44D 
wt/gm/capsule 

Aspirin 10% starch granulation 0.3611 
Alkaline granulation CL 1565-42 0.1705 
Sta-Rx 1500 0.1309 
Silicone Fluid 360 0.0050 

0.6675 gn 

The stability of the respective products is measured 
by the total salicylic acid present in the tablet after 
storage. The results of this test are summarized in the 
Table I below. 

TABLE I 
Total Salicyclic Acid 

(mg/cap) 
Initial 88 Hrs. G 60° C./60% RH 

CL 1565-44A 0.3 .2 
CL 1565-44B 0.2 . 
CL 1565-44D 0.7 t 

*the sample was completely deteriorated 

SUMMARY 

1. The sample with alkaline granulation was com 
pletely deteriorated. 

2. The results indicate no significant difference be-, 
tween the capsules with 40 mesh aspirin and aspirin 
10% starch granulation 
Although the invention has been described with ref. 

erence to specific forms thereof, it will be understood 
that many changes and modifications may be made 
without departing from the spirit of this invention: 
What is claimed is: 
1. As a unit dosage form a capsule having incorpo 

rated therein an alkaline tablet having a fast distintegra 
tion rate and an aspirin mixture; said aspirin mixture 
being present in said capsule as a powder or granulated 
material; said aspirin being present in said capsule at a 
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level in the range of from about 160 mg. to about 500 
mg per capsule; and the quantity of alkaline material 
contained in said capsule being between about 30% to 
about 100% by weight based on the total weight of 
aspirin contained in the capsule. 

2. A unit dosage form according to claim 1 in which 
said alkaline tablet has a thickness in the range of from 
about 0.210' to 0.225'. 

3. A unit dosage form according to claim 2 in which 
said tablet has the form of a spheroid or near spheroid. 

4. A unit dosage form according to claim 2 in which 
the aspirin is present in said capsule at a level in the 
range of from about 400 mg. to about 500 mg. per cap 
sule. 

5. A unit dosage form according to claim 4 wherein 
the alkaline material contained in said capsule is be 
tween about 30% to about 100% by weight based on the 
total weight of the aspirin contained in the capsule. 

6. A unit dosage form according to claims 1, 2, 3, 4 or 
5 in which the alkaline tablet comprises a mixture of 
alkaline materials. 
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10 
7. A unit dosage form according to claim 6 in which 

said mixture of alkaline materials comprises magnesium 
carbonate and calcium carbonate. 

8. A unit dosage form according to claim 7 in which 
the ratio of calcium carbonate to magnesium carbonate 
on a weight basis present in said capsule is within the 
range of from 1:1 to 3:1. 

9. A unit dosage form according to claim 1 in which 
at least one additional pharmaceutically active ingredi 
ent is contained in said capsule. 

10. A unit dosage form according to claim 9 in which 
said additional pharmaceutically active ingredient is an 
additional analgesic. 

11. A unit dosage form according to claim 9 in which 
said additional pharmaceutically active ingredient is a 
decongestant. 

12. A unit dosage form according to claim 9 in which 
said additional pharmaceutically active ingredient is an 
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antihistamine. 
13. A unit dosage form according to claim 9 in which 

said additional active ingredients is a mixture of decon 
gestant, antihistamine and antitussive. 

sk is k is k 
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